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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely, 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 704(b). 

Status 

1 )£3 Responsive to communication(s) filed on 20 February 2004 . 
2a)Q This action is FINAL. 2b)[>3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) Q Claim(s) 1-80 is/are pending in the application. 

4a) Of the above claim(s) 63-80 is/are withdrawn from consideration. 

5) Q Claim(s) is/are allowed. 

6) Q Claim(s) 1-62 is/are rejected. 

7) Q Claim(s) 1,23 and 32-62 is/are objected to. 

8) D Claim(s) 1-80 are subject to restriction and/or election requirement. 

Application Papers 

9) [>3 The specification is objected to by the Examiner. 

10)^3 The drawing(s) filed on 1/26/2001 is/are: a)D accepted or b)S objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 
1 !)□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)Q Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)Q None of: 

1 .Q Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Claims 1-80 are pending; claims 1-62 are under consideration. 

Election/Restrictions 

1. Applicant's election without traverse of Group I, claims 1-62 in Paper No. dated 
February 2, 2004 is acknowledged. 

2. Claims 63-80 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected Group II, drawn to methods of inducing an immune response, there 
being no allowable generic or linking claim. Election was made without traverse in Paper No. 
dated February 2, 2004. 

Drawings 

3. The drawings are objected to because: 

4. The Brief Description of the drawings does not refer to the drawing pages as labeled, 
such as 1-2; 1-3, 2-2, 2-3; 3-2, 3-3; 4-2, 4-3; 5-2, 5-3; 6-2, 6-3; and the top of these Figure pages 
also recite a series of numbers, such as 2/23, and 3/23 . Each page of the figures is labeled 
twice, both labels are not mentioned in the Brief Description of the drawings. Clarification of 
the Brief Description of the Drawings relative to the labeling chosen for each drawing is 
requested. The objection to the drawings will not be held in abeyance. 

SEQUENCE LETTER 

5. Amino acid sequences of 4 or more amino acids must evidence a SEQ ID NO. Claims 
1 3, and 32 must be amended to recite SEQ ID Nos for KDEL and RDEL to be in sequence 
compliance. If SEQ ID Nos have already been assigned to these sequences, the claims should be 
amended to recite the SEQ ID Nos provided. 

Claim Objections 

6. Claims 1, 23, and 32-62 are objected to because of the following informalities: 

7. Claim 1 recites the phrase "encodes a subunit peptide"; the term "peptide" lacks 
antecedent basis in the claim. 

8. Claims 23 and 54 are objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is required to 
cancel the claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or 
rewrite the claim(s) in independent form. 
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9. Claims 23 and 54 recite the intended use of the claimed composition through the phrase 
"is suitable for transdermal delivery via a particle delivery device". The recitation of an 
intended use of the composition does not further modify, nor limit the prior claim by reciting a 
conditional future tense methods step (transdermal delivery) without setting forth positive claim 
limitations, which structurally modify the claimed composition. 

10. Claims 32-62 recites the phrase "mature subunit peptide" and claims 13 and 32-62 recite 
"C-terminal KDEL or RDEL motif in the subunit peptide encoded thereby"; these phrases lack 
antecedent basis in the claims. 

The claimed compositions that comprise the derivative subunits are not defined to be any 
specific subunits, specifically a mature subunit; nor do they comprise the recited sequences of 
KDEL or RDEL. How can something be deleted that was never originally there? All ADP- 
ribosylating exotoxins do not comprise the two sequences KDEL or RDEL (see genus definition 
encompassed by the claims at page 1 8, lines 1 8-25). See Swiss Prot print outs (attached 
herewith) of Pseudomonas aeruginosa and Clostridium botulinum toxin C2, ADP-ribosylating 
transferase amino acid sequences, that do not comprise the KDEL or RDEL sequences. 
Applicant's definition of the claimed compositions as defined at page 18, paragraph 3 include a 
plurality of ADP-ribosylating bacterial toxins that do not comprise KDEL and RDEL amino acid 
sequences and therefore do not provide antecedent basis for the recitation of the deletion of these 
sequences for the claimed genus' of compositions that never comprised them, nor are they 
further limiting of compositions that never comprised the sequences in the native form. While 
the specification can be used to provide definitive support, the claims are not read in a vacuum. 
Rather, the claim must be definite and complete in and of itself. Limitations from the 
specification will not be read into the claims. The claims as they stand are incomplete and fail to 
provide adequate structural properties to allow for one to identify what is being claimed. 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

1 1 . The following is a quotation of the second paragraph of 35 U.S. C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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12. Claims 1 1 and 42 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

13. Claims 1 1 and 42 set forth a combination of claim limitations that are not clear, wherein 
subunit B has not been defined to evidence toxicity, therefore the recited modifications of any 
portion of the B subunit coding region would not result in a detoxified B subunit. Only the A 
subunit has been defined to evidence activity that causes toxicity and modifications of the A 
subunit would or could result in detoxification of the encoded subunit. The invention is not 
clearly or distinctly claimed as these encompass mutations in the B-subunit that would not result 
in the detoxification of that subunit. While the specification can be used to provide definitive 
support, the claims are not read in a vacuum. Rather, the claim must be definite and complete in 
and of itself. Limitations from the specification will not be read into the claims. The claims as 
they stand are incomplete and fail to provide adequate structural properties to allow for one to 
identify what is being claimed. Clarification of the invention is requested. 

Claim Rejections - 35 USC § 102 

1 4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in (1) an application for patent, published under section 
122(b), by another filed in the United States before the invention by the applicant for 
patent or (2) a patent granted on an application for patent by another filed in the United 
States before the invention by the applicant for patent, except that an international 
application filed under the treaty defined in section 351(a) shall have the effects for 
purposes of this subsection of an application filed in the United States only if the 
international application designated the United States and was published under Article 
21(2) of such treaty in the English language. 

15. Claims 1-10, 13-41, 44-62 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Arntzen et al (US Pat. 6,395,964). 

Arntzen et al disclose the instantly claimed invention directed to compositions that 
comprise first and second nucleic acid sequences (see col. 10, lines 18-24; "coexpression of both 
LT-A and LT-B subunits, and functions as an immunogen and adjuvant, see col. 14, lines 23-26), 
the nucleic acid sequences encoding truncated subunit A and truncated subunit B 
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( see "portions" of LT-A, LT-B, CT-A and CT-B: see col. 12, lines 42-67, specifically, 
lines 56, 57, 63, 66) 

obtained from (see "naturally occurring", see col. 10, lines 32-33) or derived ("derived" 
see col 10, line 35) from a bacterial ADP-ribosylating exotoxin (cholera toxin or E.coli heat 
labile enterotoxin, see col. 15, lines 33, 36), 

with the proviso that each truncated subunit coding region has: 

a 5' deletion and encodes a subunit peptide not having an amino terminal 

bacterial signal peptide (see col. 10, line 26) . 
(Instant claim 1 and 44) The A-subunit coding sequence was mutagenized and resulted in 
a truncated native sequence/modified at the 5' end with a (see Example 2, lines 9-13; and lines 
14-50) TEV leader sequence (not a bacterial signal peptide; see col. 24, Example 2, lines 21-33 ). 

The B-subunit also is disclosed to comprise a 5' deletion, with the insertion of a plant 
functional promoter and a DNA sequence capable of directing the expression of the agents in a 
plant, (see col. 19, lines 9-30); wherein the bacterial subunit signal peptide sequences has been 
removed (see col. 39, Example 21, lines 61-67 and col. 40, lines 1-67) 

Instant claim 2, 33: first and second nucleic acids in a single construct (see col. 26, lines 57-63) 
Instant claim 3, 34: a plasmid vector (pLT105, figure 11, line 2) 

Instant claim 4, 35: a transcriptional control element (patatin promoter, see col. 26, line 59) 
Instant claim 5, 36: the transcriptional control element is a heterologous promoter ("a tuber 
specific expression" promoter, see col. 7, lines 52-56, not a bacterial promoter) 
Instant claim 6, 37: wherein the nucleic acids are present in separate nucleic acid constructs (see 
Figure 10, two different plasmids used to transform Potato tubers;, col. 17, lines 15-21) 
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Instant claim 7, 38: constructs are plasmids (see figurelO and Brief Description of Drawing) 
Instant claim 8, 39: truncated subunit coding regions are obtained or derived from the same 
bacterial ADP ribosylating exotoxin (see Figure 10, LT-A and LT-B; cholera toxin CT-A, CT-B 
(see col. 14, lines 15-16)). 

Instant claim 9, 40: the bacterial ADP-ribosylating exotoxin is cholera toxin (CT, see col. 15 
line 33 "cholera toxin") 

Instant claim 10: the bacterial ADP-ribosylating exotoxin is E.coli heat labile enterotoxin (LT, 
see col. 15, lines 35-36 "E.coli heat labile enterotoxin") 

Instant claims 13, 32: the reference discloses the coding sequence to encode HDEL, SEHDEL 

(see col. 16, lines 44,46 and 48); which do not comprise KDEL OR RDEL. 

Instant claim 14, 45: further comprises an antigen of interest (Agrobacterium host cell, a 

parasitic bacterial pathogen (see col. 6, lines 3-36; the bacteria carries the plasmid(s) for 

transformation of the plant), or an additional antigen (viral vector antigen) 

Instant claim 15, 46: the antigen is from a bacterial, viral or parasitic pathogen (pathogen, see 

col. 10, lines 1-18; col. 7, lines 35-36; see col. 4, lines 54-67 and col. 5, lines 1-5; col. 10, lines 

34-45) 

Instant claims 16-17, 47-48: further comprises a third nucleic acid that encodes an antigen of 
interest (viral antigen: see col. 17, lines 28-39; bacterial, fungal (parasitic), viral: see col. 43, line 
8) 

Instant claim 18, 49: the third nucleic acid is on a separate construct from that of the first and 
second nucleic acid sequences (see col. 8, lines 47-53; col 13, lines 20-22; "coordinate 
expression of other non-LT or non-CT antigens" see col 14, lines 14-18). 
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Instant claim 19, and 21, 50 and 52: the construct is a plasmid vector (see col. 11, lines 19-22 
(plasmid or viral vector"; "genetic elements", see col. 13, lines 21-22;). 
Instant claim 20, 51: the first, second and third nucleic acids are "present in a nucleic acid 
construct" (see chimeric sequence or gene "at least two heterologous parts (see col. 10, lines 18- 
24), a fusion of the coding sequences (see col. 14, lines 13-16); see col. 16, lines 3-9) 
Instant claim 22-23, 53-54: composition in particulate form (see liposome particle, see col. 6, 
lines 49-51 or gold particle (see col. 7, lines 1-9) 

Instant claim 24, 55: pharmaceutically acceptable vehicle or excipient: polyethylene glycol, Mg 
and Ca (see col. 6, lines 52-53), edible plant material, (see col. 12, lines 1-18), feed, (see col. 9, 
line 23). 

Instant claim 25-29; 56-60: coated onto a micro -projectile (see col. 6, line 67) core carrier 
particle (see col. 6, lines 66-67 and col. 7, lines 1-9) 

Instant claims 30-31; 61-62: transfection facilitating agent, a liposome (see liposome particle, 
see col. 6, lines 49-51). 

16. Claims 1-10, 13-41, 44-62 are rejected under 35 U.S.C. 102(b) as being anticipated by 
WO 96/12801 (the priority document under 35 USC 371 for the immediately above Arntzen et al 
(US Pat. 6,395,964). 

WO 96/12801 disclose the instantly claimed invention directed to compositions that 
comprise first and second nucleic acid sequences ("coexpression of both LT-A and LT-B 
subunits, and functions as an immunogen and adjuvant ), 

the nucleic acid sequences encoding truncated subunit A and truncated subunit B 
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( see "portions" of LT-A, LT-B, CT-A and CT-B, see claim 8 ) 

obtained from (see "naturally occurring") or derived ("derived") from a bacterial ADP- 
ribosylating exotoxin (cholera toxin or E.coli heat labile enterotoxin), 

with the proviso that each truncated subunit coding region has: 

a 5' deletion and encodes a subunit peptide not having an amino terminal 

bacterial signal peptide . 
(Instant claim 1 and 44) The A-subunit coding sequence was mutagenized and resulted in a 
modified 5' coding sequence (see Example 2,) which substitute s a TEV leader sequence for the 
bacterial signal peptide (see Example 2,) and the 

B-subunit also is disclosed to comprise a 5' deletion, with the insertion of a plant 
functional promoter and a DNA sequence capable of directing the expression of the agents in a 
plant, ; wherein the bacterial subunit signal peptide sequences are removed (see Example 21) 
Instant claim 2, 33: first and second nucleic acids in a single construct (see Figure 1 1) 
Instant claim 3, 34: a plasmid vector (pLT105, figure 11, line 2) 
Instant claim 4, 35: a transcriptional control element (patatin promoter, see 
Figure 11) 

Instant claim 5, 36: the transcriptional control element is a heterologous promoter ("a tuber 
specific expression" promoter, not a bacterial promoter) 

Instant claim 6, 37: wherein the nucleic acids are present in separate nucleic acid constructs (see 
Figure 10, two different plasmids used to transform Potato tubers) 

Instant claim 7, 38: constructs are plasmids (see figurelO and Brief Description of Drawing) 
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Instant claim 8, 39: truncated subunit coding regions are obtained or derived from the same 
bacterial ADP ribosylating exotoxin (see Figure 10, LT-A and LT-B; cholera toxin CT-A,CT-B). 
Instant claim 9, 40: the bacterial ADP-ribosylating exotoxin is cholera toxin (CT, is "cholera 
toxin") 

Instant claim 10: the bacterial ADP-ribosylating exotoxin is E.coli heat labile enterotoxin (LT, 
is "E.coli heat labile enterotoxin") 

Instant claims 13, 32: the reference discloses the coding sequence to encode HDEL, SEHDEL; 
which do not comprise KDEL OR RDEL. 

Instant claim 14, 45: further comprises an antigen of interest (Agrobacterium host cell, a 
parasitic bacterial pathogen (see the bacteria carries the plasmid(s) for transformation of the 
plant), or an additional antigen (viral vector antigen) 

Instant claim 15, 46: the antigen is from a bacterial, viral or parasitic pathogen (see claim 30) 
Instant claims 16-17, 47-48: further comprises a third nucleic acid that encodes an antigen of 
interest 

Instant claim 18, 49: the third nucleic acid is on a separate construct from that of the first and 
second nucleic acid sequences ( "coordinate expression of other non-LT or non-CT antigens"). 
Instant claim 19, and 21, 50 and 52: the construct is a plasmid vector (plasmid or viral vector"; 
"genetic elements"). 

Instant claim 20, 51: the first, second and third nucleic acids are "present in a nucleic acid 
construct" (see chimeric sequence or gene "at least two heterologous parts, a fusion of the 
coding sequences 
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Instant claim 22-23, 53-54: composition in particulate form (see liposome particle, or gold 
particle (see pgs 11-12 and, claim 26) 

Instant claim 24, 55: pharmaceutical^ acceptable vehicle or excipient: polyethylene glycol, Mg 
and Ca ; edible plant material, feed. 

Instant claim 25-29; 56-60: coated onto a micro-projectile (see pages 11-12 (bottom of 1 1 and 
top of page 12) core carrier particle 

Instant claims 30-31; 61-62: transfection facilitating agent, a liposome (see liposome particle, 
see page 1 1 and claim 26 ). 

17. Claims 1,6-9, 11-18, 20, 22-24, 30-31, 32, 37-40, 42-49, 51, 53-55, 61-62 are rejected 
under 35 U.S.C. 102(b) as being anticipated by Burnette et al (US Pat. 5,770,203; issue date June 
23, 1998); or under 35 USC 102(e) as being anticipated by Burnette et al (US Pat. 5,874,287, 
issue date 1999). (Both disclosures are identical but evidence differing issue dates and claimed 
inventions). 

Burnette et al disclose the instantly claimed invention directed to compositions 
Instant claims 1 and 32: that comprise first and second nucleic acid sequences (see col. 6, lines 
4-18), 

the nucleic acid sequences encoding truncated subunit A and truncated subunit B 
(see col. 6, lines 7-9, "In the absence of a native signal peptide"; also see Figure 2 and narrative; 
recombinantly produced subunits lacked the signal sequence; as well as subunit A was produced 
without the A2 region of the toxin and designated rCTXAl, (this species does not evidence the 
KDEL or RDEL sequences) 
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with the proviso that each truncated subunit coding region has a 5' deletion and encodes 
a subunit peptide not having an amino terminal bacterial signal peptide (see col. 6, lines 7-9) . 
Instant claim 1, 32 and 44: The A-subunit coding sequence was mutagenized and resulted in a 
modified 5' coding sequence (see Figure 2; and also truncated ("IT truncated at the C-terminal 
to no longer encode a KDEL or RDEL sequence; as well as site directed mutagenesis to reduce 
toxicity) and the 

B-subunit also is disclosed to comprise a 5' deletion, the bacterial subunit signal peptide 
sequences are removed (see col. 6, lines 7-9) 

Instant claim 6, 37: wherein the nucleic acids are present in separate nucleic acid constructs (see 
col. 6, lines 30-32 17, lines 15-21) 

Instant claim 7, 38: constructs are plasmids (see col. 6, line 54 and col. 7) 
Instant claim 8, 39: truncated subunit coding regions are obtained or derived from the same 
bacterial ADP ribosylating exotoxin (see cholera toxin CT-A, CT-B (see col. 5, line 4). 
Instant claim 9, 40: the bacterial ADP-ribosylating exotoxin is cholera toxin (CT, see col. 15 
line 33 "cholera toxin"). 

Instant claims 11-12; 42-43 : mutated and truncated to detoxify the A subunit (see col. 16, 
Table 2, last column of Table for specific activity being less than 1; also see all claims; col. 18, 
lines 46-63 "in combination with CTXB in safer vaccines") 

Instant claims 13, 32: do not comprise KDEL OR RDEL (see SEQ ID NO. 57, "Ti", lacks A2 
subunit, and therefore does not have the sequence (see col. 16, Table 1, "TI" and Table 2, 
Truncated at amino acid Trp 179 (see col. 18, lines 46-64 (CTXA1 in combination with CTXB). 
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Instant claim 14, 45: further comprises an antigen of interest (in additional imunogenic agents 
in a multi-component vaccine (see col. 6, lines 1-3), or an additional antigen (salmonella, yeast 
or viral vector antigen, col. 5, lines 40-42) 

Instant claim 15, 46: the antigen is from a bacterial, viral or parasitic pathogen (pathogen, see 
col. 5, lines 40-42) 

Instant claim 16-18, 47-49 : the first, second and third nucleic acids are "present in a nucleic 

acid construct" (see Salmonella (bacterial chromosome and expressed bacterial antigens); viral 

or yeast (chromosomes and expressed antigens), col 5, lines 34-42). 

Instant claims 20, 51: homologous recombination (third nucleic acid is vector or host cell 

chromosomal nucleic acid and with homologous recombination, one of the first or second 

nucleic acid sequences would be in combination with the third nucleic acid (see col. 20, line 23). 

Instant claim 22-23, 53-54: composition in particulate form (see liposome particle,) 

Instant claim 24, 55: pharmaceutically acceptable vehicle or excipient:(see col. 19, lines 49-67; 

col.20, lines 1-14; col. 20, lines 11-13 (bicarbonate buffer or buffered; enteric coated delivery 

vehicles). 

Instant claims 30-31; 61-62: transfection facilitating agent, a liposome (see liposome, see col. 
20, lines 3-4 (aerosolizable forms). 

18. Claims 1-10, 14, 22-24, 30-31 are rejected under 35 U.S.C. 102(b) as being anticipated 
by WO 97/02348 . 

WO 97/02348 disclose the instantly claimed invention directed to compositions that 
comprise first and second nucleic acid sequences), 
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the nucleic acid sequences encoding first and second truncated subunits (see page 8, 
paragraph 1) , specifically truncated subunit A (CTA or LTA, less the bacterial signal sequence 
and the appropriate signal sequence substituted, , see pages 22-31 of W097') and truncated 
subunit B (CTB or LTB less the bacterial signal sequence, see pages 22-31 of W097') with the 
proviso that each truncated subunit coding region has a 5' deletion and encodes a subunit peptide 
not having an amino terminal bacterial signal peptide (DNA encoding suitable signal sequence can be 
derived from genes for secreted insect or baculovirus proteins, see page 28, lines 17-34 and page 22-page 31 
paragraph 3 (mammalian and eukaryotic expression systems) and yeast expression systems, pages 38-44 , and 
claims 1-7, especially claims 5-7 on page 52) . 

obtained from or derived ("mutated", see page 20, paragraph 1) from a bacterial ADP- 
ribosylating exotoxin (cholera toxin or E.coli heat labile enterotoxin, see abstract and title of 
W097'), 

(Instant claim 1) The A-subunit coding sequence was mutagenized and resulted in a less 
toxic for of the activated subunit, and would be expressed in a host cell due to the modified 5' 
coding sequence and the B-subunit also is disclosed to comprise a 5' deletion/substitution of the 
bacterial signal sequence with a heterologous non-bacterial signal sequence, the heterologous 
sequence being capable of directing the expression of the subunits in an insect, yeast or 
mammalian cell (see page 28, paragraph 3; page 40, especially paragraph 4), wherein the 
bacterial subunit signal peptide sequences are removed. 

Instant claim 2: first and second nucleic acids in a single construct (see figures) 

Instant claim 3: a plasmid vector (transfer vector "ACNPV is pAc373, see at least page 27, 

paragraph 2) 
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Instant claim 4: a transcriptional control element ( promoter, see at least page 27, paragraph 4, 
"promoter will have a transcript on initiation region which is usually placed proximal to the 5' 
end of the coding sequence." 

Instant claim 5: the transcriptional control element is a heterologous promoter ("baculovirus 
promoter"page 27; yeast promoter (see page 38, paragraph 2); viral adenovirus promoter (see 
page 22, paragraph 3); not a bacterial promoter) 

Instant claim 7: constructs are plasmids (see at least page 21 , paragraph 3; see page 17, 
paragraph 4) 

Instant claim 8: truncated subunit coding regions are obtained or derived from the same 
bacterial ADP ribosylating exotoxin (see deletion and subsitution of signal sequences (see at 
least page 40, paragraph 4). 

Instant claim 9:the bacterial ADP-ribosylating exotoxin is cholera toxin (CT, is "cholera 
toxin", see title) 

Instant claim 10: the bacterial ADP-ribosylating exotoxin is E.coli heat labile enterotoxin (LT, 
is "E.coli heat labile enterotoxin", see claims) 

Instant claim 14,: further comprises an antigen of interest ( see page 8, paragraph 5, and page 9, 
paragraphs 1-2 and 5-7) 

Instant claim 22-23, 30-31: composition in particulate form (see liposome particle, see page 25, 
paragraph 2) ; transfection facilitating agent, a liposome (see liposome particle, see page 1 1 and 
claim 26 ). 

Instant claim 24: pharmaceutical^ acceptable vehicle or excipient (see calcium phosphate, see 
page 25, paragraph 2) 
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Inherently the reference anticipates the instantly claimed invention. 



Conclusion 



19. The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. 

20. EPA306,318 is cited to show the expression of B.pertussis toxin subunits in E.coli upon 
removal of the signal peptide coding sequence for subunit S4. 

21. Burton et al (US Pat. 5,416,017) is cited to show tissue specific expression of cholera 
toxin. 

22. Clements (US Pat. 6,033,673) is cited to show double mutant enterotoxin as an adjuvant. 

23. Russell et al (US Pat. 6,030,624) is cited to show A2/B cholera toxin as an adjuvant for a 
heterologous antigen. 

24. Wels et al (US Pat. 6,498,233) is cited to show a nucleic acid transfer system for toxins. 

25. Williams et al (US Pat. 5,932,471 and 5,677,148) are cited to show a chimeric diphtheria 
toxin. 

26. Sanchez et al is cited to show Cholera toxin A subunit as a carrier for epitopes at the N- 
terminal (amino end). 

27. Hajishengallis et al (1995) is cited to show A2/B subunits of cholera toxin as a muscosal 
adjuvant for other bacterial protein antigens. 

28. Jobling et al is cited to show fusion proteins of the A2 domain of cholera toxin with B 
polypeptides of cholera toxin that form holotoxin chimeras. 

29. Lencer et al (1995) is cited to show cholera toxin and E.coli heat labile toxin with the 
KDEL sequence deleted and replaced with LEDERAS. 

30. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ginny Portner whose telephone number is (571) 272-0862. The 
examiner can normally be reached on 7:30-5:00 M-F, alternate Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Lynette Smith can be reached on (571) 272-0864. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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